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Title cotnpds. I tRl-5 - H, alk (en/yn) yl, cycloalJcyl, hetcroeyclyl, etc.; 
R6 =- H, aUcyl, alkoxy; R7 - H, alkyl; BB - H, alkyl; R9 - alk (en/yn) yl, 
(hetero)aryl, etc.; RIO * H, alkyl; Rll-13 = H, (cyclo) alkyl, alkenyl, 
alkynyl, (hetero) aryl, etc.; p = 0-4] are prepd. For instance, the di-Me 
ketal of 4-hydroxy-3-hydroxymethyl- . alpha .-bromoacetophenone (prepn. 
given) is reacted with 4-bromophenethylamine (CH2C12, Et3N) followed by 
4, 4 '-dimethoxychlorodiphenylamine and subsequently reduced {THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 
N-(4-heptyl-6-'methyl-2-pyriniidinyl) sulfanilamide (PhMe, dpp£, Pd2dba3, 
80. degree., 5 h) and then deprotected with HOAc (80. degree., 5 h) to give 
II. All of the compds. tested demonstrated greater binding at the 
a. 2 

adrenergic receptor than at the .beta.l adrenergic receptor, i.e., 
Ki(.beta.l) > Ki ( . beta . 2 ) ; many with a selectivity greater than 20. I 

useful for the treatment of pulmonary diseases. 
530084-66-3? 5300e4-67-8P 530117-33-OP 
S30117-43-2P 53011B-10-6P S30118-11-7P 
S3011B-12-8P 530118-13-9P S30118-17-3P 
53011B-19-5P 530118-20-8r S30118-21-8P 
5301ie-24-2P 53011B*2S-3» 631914-fl9-lP 
63191S-04-3P $31»15-0S-4P 63191S-06-5P 
631915-07-6P 631915-08-7P 631915-09-SP 
63191S-10-1P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 
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(prepn. of aryl aniline .beta. -2 adrenergic receptor agonists for 
treatment of pulmonary disorders) 

RN 530084-66-3 CA 

CN 2(lH)-QuinoUnone, 5-f (IR) -2- [ [2- [4- [ (6-ethoxy [1, 1 ' -biphenyl] -3- 

yl)aniino]phenyl] ethyl) amino] -l-hydroxyethyl]-8-hydroxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



OH 



EtO, 




H 



RN 530084-87-8 CA 

CN 2(lH)-Quinolinone, 8-hydroxy-5-[ (lR)-l-hydroxy-2-[ [2-[4-[ (6-methoxy[l, 1'- 
biphenyl]-3-yl) amino] phenyl] ethyl] amino] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 530117-33-0 CA 

CN 2 (IH)-Quinolinone, 8-hydroxy-5- U-hydroxy-2-( [2- [4-[ (6-n\ethoxy [i, 1 •- 

biphenyl]-3-yl) amino] phenyl] ethyl] amino] ethyl]-, hydrochloride (9CI) (CA 
INDEX NAME) 
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OH 
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OMe 



• x HCl 

RN 530117-43-2 CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- [ ( IR) -l-hydroxy-2- 1 [2- [ 4- [ ( 6-methoxy £1,1'- 
biphenyl]-3-yll amino] phenyl] ethyljamino] ethyl]-, hydrochloride (9CI} (CA 
INDEX NAME) 

Absolute stereochemistry. 
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• x HCl 

RN 530118-10-6 CA 

ON (1, I'-Biphenyl] -3-carbonitrile, 

5'-n4- [2-{ [ {2R) -2- (l,2-dihydro-8-hyd^oxy- 
2-oxo-5-quinolinyl) -2-hydroxyethyl] amino] ethyl) phenyl] amino] -2 ' -methoxy- 
{9C1) {CA INDEX NAME) 

Absolute atereochemistry. 



OH 




RN 530118-11-7 CA 

CN (1, l'-Biphenyl]-3-carbonitrile, 

5'- [ [4- [2- t [ <2R) -2- (1, 2-dihydro-8-hydroxy- 

2-oxo-5-quinolinyl ) -2-hydroxyethyl ] amino] ethyl ] phenyl ] amino] -2 ' -methoxy-, 

trifluotoacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 



L4 ANSWER 1 OF 3 CA COPYRIGHT 2004 ACS on STN (Continued) 
CRN 530118-10-6 
CMF C33 H30 N4 04 

Absolute stereochemistry. 



OH 




CM 2 

CRN 7 6-05-1 
CMF C2 H F3 02 



F 
I 

F- C- CO2H 
F 



RN 530118-12-8 CA 

CN 2(lH)-Qulnolinone, 5-[ (IB)-Z- [ (2- (4- [ [4 •- (aminomethyl) -6-methoxy [1, 1 

biphenyl] -a-yl] amino) phenyl] ethyl] amino] -l-hydroxyethyl] -8-hydroxy- {9C1 ) 

{CA INDEX NAME) 

Absolute stereochemistry. 
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OH 




RN 530118-13-9 CA 

CN 2(lH)-Quinolinone, 5- [ (IR) -2- [ [2- [4- [ [4 ■- (aminomethyl) -6-methoxy [1, 1 
biphenyl] -3-yl) amino] phenyl] ethyl] amino] -l-hydroxyethyl] -8 -hydroxy-, 
trifluoroacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 530118-12-8 
CMF C33 H34 N4 04 

Absolute stereochemistry. 



OH 



H2N. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F 
! 

F- C- CO2H 
F 



RN 530118-17-3 CA 

CN [1,1" -Biphenyl] -4-carboxaldehyde, 5'- [ [4- [2- 1 1 (2R) -2- {1, 2-dihydro-8- 
hydroxy-2-oxo-5-quinolinyl| -2-hydroxyethyll amino] ethyl] phenyl] amino] -2 
methoxy-, trifluoroacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 53011B-16-2 
CMF C33 H31 N3 OS 

Absolute stereochemistry. 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F- C- CO2H 
F 



RN 530118-19-5 CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- [ (IR) -l-hydroxy-2- t £2- [4- [ [ 6-methoxy-4 ' - 
(methylsulfonyl) [1, 1 '-biphenyl] -3-yl] amino] phenyl] ethyl] amino] ethyl] -, 
trifluoroacetate (salt) Oci) (CA INDEX NAME) 

CM 1 

CRN 530118-18-4 
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CMF C33 H33 N3 06 S 

Absolute steraochemistry. 



OH 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F- C- CO2H 
F 



RN 530118-20-8 CA 

CN 2 {1H}-Quinolinone, 8-hydroxy-5- [ (lR)-l-hydroxy-2-[ [2-t4- [ (4 '-hydroxy- 6- 
methoxy [ 1, 1 '-biphenyl] -3-yl) amino] phenyl] ethyl] amino] ethyl] - (9CI } (CA 
INDEX NAME) 

Absolute stereochemiatry. 
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HO 

RN 530118-21-9 CA 

CN 2 ( IH) -Quinolinone, 8-hydroxy-5- [ ( IR) -l-hydroxy-2- [ (2- [4- t (4 '-hydroxy-6- 
raethoxy 1 1, 1 ' -biphenyl] -3-yl) dmino] phenyl J ethyl] amino] ethyl] 
trifluoroacetate (salt) (9CI] (CA INDEX NAME) 

CM 1 

CRN 530118-20-8 
CMF C32 H31 N3 OS 

Absolute stereochemistry. 



OH 



ho' 




CM 2 

CRN 76-05-1 
CMF C2 K F3 02 
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F 

t 

F- C- CO2H 
F 



RN 530118-24-2 CA 
CN 2 (1H> -Quinolinone, 

5- t ( 1R> -2- [ ( 2- ( 4- [ ( 3 • -chloro-6-methoxy [1,1' -biphenyl] -3- 

yl)amino]phenyl) ethyl] amino] -1-hydroxyethylJ-a-hydEoxy- (9CI) (CA INDEX 
NPiME) 

Absolute stereochemistry. 



OH 




RN 530118-25-3 CA 
CN 2 (IH) -Quinolinone, 

5-[ (iR}-2-[ [2-[4-( (3 ' -chloro-6-methoxy [1,1 '-biphenyl] -3- 

yl) amino] phenyl] ethyl] amino] -1-hydroxyethyl] -8-hydroxy-, trifluoroacetate 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 530118-24-2 

CMF C3Z H30 CI N3 04 

Absolute stereochemistry. 



L4 ANSWER 1 OF 3 CA COPYRIGHT 2004 ACS on STN (Continued) 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F-C-CO2H 
F 



RN 631914-89-1 CA 
CN 2 (IH) -Quinolinone, 

B-hydroxy-5- [ (IR) -l-hydroxy-2- [ [2- [4- [ [ 6-methoxy~4 ' - (4- 

morpholinylmethyl) [1, 1 ' -biphenyl] -3-yl ) amino] phenyl] ethyl] amino) ethyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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OH 

RN 631915-04-3 CA 

ON (1,1' -Biphenyll -3-carboxamide, 

5'-( [4-(2-[ [ (2R)-2-(l,2-dihydro-8-hydroxy-2- 

oxo-5-quinolinyl) -2-hydroxyethyll amino) ethyl] phenyl] amino] -2 '-methoxy- 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 631915-05-4 CA 

CN 2 {lH}-Qijinolinone, 5- [ (lR)-2-[ [2-[4-[ [3 '- (aminomethyl) - 6-methoxytl, I'- 
biphenyl] -3-yl] aminojphenyl] ethyl] amino] -1-hydroxyethyl] -8-hydroxy-, 
hydrochloride (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 631915-06-5 CA 

CN 2(lH)-guinolinone, 8-hydroxy-5- [ (IR) -l-hydEoxy-2- [ I2-[4- ( [6-m€thoxy-3 
([ (l-methyl«thyl)aminoJmethyl] (1, I'-biphenylJ-a- 
yl] aminojphenyl] ethyl] amino] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 631915-07-6 CA 

CN 2{lH)-Quinolinone, 8-hydroxy-5- [ (IR) -l-hydroxy-2- { [2- t4-[ [6-methoxy-3'- 
[ [ (phenylmethyl) amino] methyl] [1, 1 '-biphenyl] -3- 
yl] amino] phenyl] ethyl] amino] ethyl] - OCI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 



RN 631915-08-7 CA 

CN 2 (IH)-Quinolinone, 5- [ { IR) -2- [ [ 2- [ 4- [ [3'-[ (dimethylamino)methyl] -6- 

methoxyCl, 1' -biphenyl] -3-yl] amino] phenyl] ethyl] amino] -l-hydroxyethyl] -B- 
hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 631915-09-B CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- [ (IR) -l-hydroxy-2- 1 [2- 1 4- [ [ 6-methoxy-3 
( [ (3-pyridinylmethyl) amino] methyl] [1, 1 '-biphenyl] -3- 
yl] amino) phenyl] ethyl] amino] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 



CI 



H 
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OH 




PAGE 2-A PAGE 2-A 




RN 631915-10-1 CA 

CN 2{1H) -ttuinolinone, e-hydroxy-5~ I ( IR) -l-hydroxy-2- [ [2- (4- [ [6-methoxy-3 
[ [ ( (4-iMthoxyphenyl)inBthyl] amino] methyl} [1, 1 '-biphenylj -3- 
yl] amino} phenyl] ethyl] amino] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Title compds. 1 [Rl-5 - H, aUc (en/yn) yl, cycloalkyl, heterocyclyl, etc.; 
R6 = H, alkyl, alkoxy; R7 = H, alkyl; R8 = H, alkyl; R9 = alk (en/yn) yl, 
(hetero) aryl, etc.; RIO - H, alkyl; Rll-13 = H, (cycle) alkyl, alkenyi, 
alkynyl, (hetero) aryl, etc.; p = 0-4] are prepd. For instance, the di-Me 
ketal of 4-hydroxy-3-hydroxymethyl-. alpha. -bromoacetophenone (prepn. 
given) is reacted with 4-bromophenethylamine (CH2C12, Et3N} followed by 
4, 4 '-dimethoxychlorodiphenylamine and subsequently reduced (THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 
N-(4-heptyl-6-methyl-2-pyriraidinyl) sulfanilamide (PhMe, dppf, Pd2dba3, 
80. degree., 5 h) and then deprotected with HOAc (80. degree., 5 h) to give 
II. All of the conpds. tested demonstrated greater binding at the 
a. 2 

adrenergic receptor than at the .beta.l adrenergic receptor, i.e., 
Ki(.beta.l} > Ki(.beta.2); many with a selectivity greater than 20. I 

useful for the treatment of pulmonary diseases. 
5300S4-C6-3P 9300a4-87-ev 530117-33-OP 
530117-43-29 530119-10-6? 5301H-li-7P 

530119-12-9P S3011B-13>9P 53011B-17-3P 
53011B-19-5P 530119-20-ep 53011B-21-BP 
5301IB-24-2P S30119-25-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL {Biological study); PREP (preparation); USES 
(Uses) 

(prepn. of aryl aniline .beta. -2 adrenergic receptor agonists for 
treatment of pulmonary disorders) 
530084-66-3 CA 

2(1H) -QUinolinone, 5-[ (lR)-2- [ [2- [4-[ {6-ethoxy[l, 1 ' -biphenylj -3- 

yl) amino] phenyl] ethyl) amino] -l-hydroxyethyl]-8-hydroxy- (9CI) (CA INDEX 

NAME) 
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Absolute stereochemistry. 




OH 

1 
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RN 530084-87-8 CA 

CN 2(lH)-Quinolinone, 8-hydroxy-5-[ (lR)-l-hyd£Oxy-2-[ (2-[4-J (6-inethoxy [1, 1 ' 
biphenyl]-3-yl)aiiiino]phenyl] ethyl] amino] ethyl]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




530117-33-0 CA 

2 ( IH) -Quinolinone, 8-hydroxy-5- [l-hydroxy-2- ( (2- [ 4- [ { 6-methoxy [1, 1 • - 
biphenyl] -3-yl) amino] phenyl] ethyl] amino] ethyl] hydrochloride (9CI} 
INDEX NAME} 



r 



• x HCl 



RN 530117-43-2 CA 

ON 2 (IH)-Quinolinone, 8-hydroxy-5- ( |1R) -l-hydroxy-2- t [2- (4- I (6-methoxyIl, 1'- 
biphenyl] -3-yl)amino]phenyl] ethyl] amino] ethyll-, hydrochloride (SCI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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• x HCl 

RN 530118-10-6 CA 

CN [1, 1 '-Biphenyl] -3-carbonitrile, 

5 • - [ [ 4- [ 2- I [ { 2R) -Z- ( 1. 2-dihydra-B-hydroxy- 

2-oxo-5-quinoiinyl) -2-hydroxyethyl] amino) ethyl]phenyl]amino)-2 '-me thoxy- 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 530116-11-7 CA 

CN [1, 1 ' -Biphenyl] -3-carbonitrile, 

5'-[ [4-[2-( [ (2R)-2-(l,2-dihydro-8-hydroxy- 

2-oxo-5-quinolinyl ) -2-hydroxyethyl ] amino] ethyl] phenyl ] amino] -2 ' -methoxy-, 

trifluoroacetate (salt) {9CI) (CA INDEX NAME) 

CM 1 

CRN S30118-10-6 
CMF C33 H30 N4 04 

Absolute stereochemistry. 

Page 7 
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OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



r 

r-C-C02H 
F 



RN 530118-12-8 CA 

CN 2(1H)-Qmnolinone, 5- [ (IR) -2- [ [2- [4- [ [4 ' - (aminomethyl) -6-methoxy [1, 1 

biphenyl] -3-yl] amino] phenyl] ethyl] amino] -l-hydroxyethyl]-a-hydroxy- (SCI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 530118-13-9 CA 

CN 2(lH)-Quinolinone, 5-( (IR) -2- [ (2- [4- [ [4*- (aminomethyl) -6-inethoxy[l, 1' - 
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biphenyl)-3-yl] amino] phenyl] ethyl) amino] -1-hydroxyethyl] -8-hydroxy-, 
trifluoroacetate [salt) {9CI} (CA INDEX NAME) 

CM 1 

CRN 53011B-12-8 
CMF C33 H34 N4 04 

Absolute stereochemistry. 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F— C- CO2H 
F 



RN 530118-17-3 CA 

CN [1, l'-Biphenyl)-4-carboxaldehyde, 5'-[ [4-[2-[ [ (2R)-2-(l, 2-dihydro-8- 
hydroxy-2-oxo-5-quinolinyll -2-hydroxyethyl] amino] ethyl] phenyl] amino] -2 
methoxy-, trifluoroacetate (salt) (9CI} {CA INDEX NAME) 

CM 1 

CRN 530118-16-2 
CMF 033 H31 N3 05 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

[ 

F-C CO2H 
F 

RN 530118-19-5 CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- ( (IR) -l-hydroxy-2- { [2- [4- I [ 5-methoxy-4 • - 
(methylsulfonyl) [1, 1 '-biphenyl] -3-yl] amino ] phenyl] ethyl] amino] ethyl] 
trifluoroacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 530118-18-4 
CNF C33 H33 N3 06 S 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

r 

F C- CO2H 
F 

RN 530118-20-8 CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- [ (IR) -l-hydroxy-2- ( [2- [4-1 (4 ' -hydroxy-6- 
methoxy(l, 1 '-biphenyl] -3-yl) amino] phenyl] ethyl J amino] ethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 530118-21-9 CA 

CN 2 (IH) -Quinolinone, B-hydroxy-5- [ (IR) -l-hydroxy-2- [ [2-[4-[ ( 4 ' -hydroxy-6- 
raethoxy[l,l'-b iphenyl ] - 3 -y 1 ) ami no] phenyl ) e thyl ] ami no ] e t hy 1 ] - , 
trifluoroacetate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 530118-20-8 
CMF C32 H31 N3 05 

Absolute stereochemistry. 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F~ C- CO2H 
F 

RN 530118-24-2 CA 
CN 2 ( IH) -Quinolinone , 

5-t (lR)-2-{ [2-[4-[ (3'-chloro-6-methoxy(l, l'-biphenyl]-3- 

yl) amino] phenyl] ethyl] amino] -1-hydroxyethyl J -9-hydroxy- (9CI> (CA INDEX 

NAME) 

Absolute stereochemistry. 
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THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



BN 530118-25-3 CA 
CN 2 (IH)-Quinolinone, 

5- [ ( IR) -2- [[2- [ 4- [ {3 ' -chloro-6-inethoxy [ 1, 1 ' -biphenyl ] -3- 

yl) amino] phenyl] ethyl] amino) -l-hydrojtyethyl] -8-hydroxy-, trifluoroacetate 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 530118-24-2 

CHF C32 K30 CI N3 04 

Absolute stereochemistry. 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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138:401501 

Preparation of aryl aniline .beta. -2 adrenergic 
receptor agonists 

Moran, Edmund J.; Jacobsen, John R.; Aggen, James 
Theravance, Inc., USA 
PCT Int. Appl., 75 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT 


NO. 




KIND 


DATE 






APPLICATION NO. 
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WO 


2003042160 


Al 


20030522 




WO 2002-US361I 


38 


20021112 
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VN, 
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AZ, 
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KE, 
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DE, 


, DK, 
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GB, 


, GR, 


IE, 


IT, LU, 
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TR, 


. BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


r GA, 


GN, 
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Al 
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PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



US 2001-338194P 
US 2002-292211 
MARPAT 138:401501 



P 20011113 
Al 20021112 
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Title compda. I [Rl = methoxy, ethoxy; R2 ^ H, Ph or Rl ■ H and R2 - 
phenyl; R3 = CH20H, NHCHO; R4 = H or R3-4 " taken together are 
NHC(0)CH=CH] are prepd. For instance, the di-Me ketal of 
4-hydroxy-3-hydrQxyTOethyl- . alpha ■ -bromoacetophenone (prepn. given) is 
reacted with 4-bromophenethylamine (CH2C12, Et3N) followed by 
4, 4 '-dimethoxychlorodiphenylamine and subsequently reduced {THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 

4 -methoxy- 3 -phenyl aniline (PhMe, dppf, Pd2dba3, NaOBu-t, 80. degree., S h) 
and then deprotected with HOAc (80. degree., 5 h) to give II. All of the 
conpds. tested demonstrated greater binding at the .beta. 2 adrenergic 
receptor than at the .beta.l adrenergic receptor, i.e., Ki(.beta.l) > 
Ki ( .beta.2) ; many with a selectivity greater than 20. I are useful for 
the treatment of pulmonary diseases. 
S300B4-34-5P 530084-35-6P S300a4-43-6P 
530084-S3-ep 530084-66-3P 530084-B7-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(prepn. of aryi aniline .beta,-2 adrenergic receptor agonists for 
treatment of pulmonary disorders) 
530084-34-5 CA 

2 { IH) -Quinolinone, 8-hydroxy-5- { l-hydroxy-2- [ [2- [4- [ { 6-raethoxy [1,1'- 
biphenyl]-3-yl)amino]phenyl] ethyl) amino] ethyl]-, monohydrochloride (9CI) 
(CA INDEX NAME) 
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6y' 




OH 

1 " 



11 



• HCl 

RN 530084-43-6 CA 

CN 2(lH)-guinolinone, 8-hydroxy-5- tl-hydroxy-2-[ [2-[4-[ (6-inethoxy[l, 1'- 
biphenyl]-3-yl)amino]ph«nyl]ethyl]aintno]ethyl]- (9ci) (CA INDEX NAME) 




RN 530084-35-6 CA 

CN 2 (IH)-Quinolinone, B-hydroxy-S- 1 1 IR) -l-hydroxy-2- [ [2- [4- [ [ 6-methoxy [ 1, 1 ' - 
biphenyl] -3-yl) amino} phenyl] ethyl] amino] ethyl] monohydrochloride (901) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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530084-53-8 CA 

Z (IH) -Quinolinone, 5-[2- [ [2-[4-[ (6-ethoxy [1, 1' -biphenyl] -3- 

yl) amino] phenyl] ethyl] amino J -l-hydroxyethyl]-8-hydroxy- (9CI) (OA INDEX 

NAME) 



RN 530084-66-3 CA 

CN 2 (IH) -Quinolinone, 5- [ (IR) -2- [ [2- ( 4- [ (6-ethoxy (1, 1 '-biphenyl] -3- 

yl) amino) phenyl) ethyl] amino] -l-hydroxyethyl]-8-hydroxy- (SCI) (CA INDEX 
NAME) 

Absolute stereochemistry. 





RN 530084-87-8 CA 

CN 2 (IH) -Quinolinone, 8-hydroxy-5- [ (IR) -l-hydroxy-2- [ [2- [4- ( (6-methoxy [1, 1 • 
biphenyl] -3-yl J amino] phenyl] ethyl) amino] ethyl]- (9CI) (CA INDEX NAME) 

7\b8olute stereochemistry. 
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140:16568 MARPAT 
Preparation of aryl aniline .beta. -2 adrenergic 
receptor agonists 
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Michael R.; Nodwell, Matthew B.; Trapp, Sean G.; 
Aggen, James; Church, Timothy J. 
USA 

U.S. Pat. Appl. Publ., 68 pp., Cont . -in-part of U.! 

Ser. No. 292,835. 
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AB Title conpda. I [Rl-S ■ H, aljc (en/yn) yl, cycloalkyl, hetetocyclyl, etc; 
R6 - H, alkyl, alkoxy; R7 = H, alkyl; R8 - H, alkyl; R9 = alk (en/yn) yl, 
(hetero)aryl, etc.; RIO = H, alkyl; Rll-13 = h, (cyclo) alkyl, alkenyl, 
alkynyl, < hetero) aryl, etc.; p s 0-4J are prepd. For instance, the di-Me 
ketal of 4-hydroxy-3-hydroxymethyl-, alpha. -bromoacetophenone (prepn. 
given) is reacted with 4-bromophenethylamine (CH2C12, Et3N) followed by 
4,4'-dimethoxychlorodiphenylanu.ne and subsequently reduced (THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 
N- (4-heptyl-6-methyl-2-pyrimidinyl) sulfanilamide (PhMe, dppf, Pd2dba3, 
80. degree., 5 h) and then deprotected with HOAc (80. degree., 5 h) to give 
II. All Of the compds. tested demonstrated greater binding at the 

.beta. 2 

adrenergic receptor than at the .beta.l adrenergic receptor, i.e., 
Ki(.beta.l) > Ki(.beta.2); many with a selectivity greater than 20. I 

are 

useful for the treatment of pulmonary diseases. 



r 



Gl— Clf .^H^^ 

^j:H ' ^G2— GlO-Gll 




Gl =2 



°1 



.X 
12 



G4 ^j^ 1 G45 
G44 




62 - 24-9 34-16 



25 ^"23^1: 



GIO 
Gil 



L6 ANSWER 1 OF 3 MARPAT COPYRIGHT 2004 ACS on STN 



L6 ANSWER 2 OF 3 MARPAT COPYRIGHT 2004 ACS on STN 




G12 = phenylene (SO (1-) Gl3) 

G22 = 0 

G31 = Ph (SO (1-] G46] 

G32 = 243 



2|52~C(0)-G24 

G44+G45= 197-6 194-1 
C(0)CH=§1J 



HPL: claim 1 

NTE: or pharmaceutically acceptable salts and solvates 

NTS: additional substitution also claimed 

STE: or stereoisomers 
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T 

R4 




r 




AB Title compds. I IRl-5 « H, alk (en/yn) yl, cycloalkyl, heterocyclyl, etc.; 
R6 - H, alkyl, alkoxy; R7 - H, alkyl; R8 = H, alkyl; R9 » alk(en/yn) yl, 
(hetero>aryl, etc.; RlO = H, alkyl; Rll-13 = H, (cycle) alkyl, alkenyl, 
alkynyl, (hetero) aryl, etc.; p » 0-4] are prepd. For instance, the di-Me 

ketal of 4-hydroxy-3-hydroxyinethyl-. alpha. -bromoacetophenone {prepn. 
given) is reacted with 4-broinophenethylamine (CH2Ci2, Et3N) followed by 
4, 4'-dimethoxychlorodiphenylamine and subsequently reduced {THP, NaBH4) . 
The resulting protected amino ale, is then coupled with 
N~ (4-heptyl-6-inethyl-2-pyrimidinyl) sulfanilamide {PhMe, dppf, Pd2dba3, 
80. degree., 5 h) and then deprotected with HOAc (80. degree,, 5 h) to give 
II, All of the compds, tested demonstrated greater binding at the 
•beta. 2 

adrenergic receptor than at the .beta.l adrenergic receptor, i.e,, 
KK.beta.l) > Ki(.beta.2); many with a selectivity greater than 20. I 

are 

useful for the treatment of pulmonary diseases. 




- 24-9 34-16 



r 

S7__^ CH2-^^12 



GIO « NH 

Gil = 23 




G12 - phenylene (SO (1-) G13} 

G22 = O 

G31 ^ Fh (SO (1-) 046) 

G32 = 243 



2^^2-C{0)-G24 
G44+G45= 197-6 194-1 

55— c(o,<:h=3§^ 
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NTS: additional substitution also claimed 

STE: or stereoisomers 
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MPL: claim 1 

NTE: or pharmaceutically acceptable salts or solvates 

STE: or stereoisomers 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



OK 




AB Title compds. I (Rl = roethoxy, ethoxy; R2 - H, Ph or Rl = H and R2 « 
phenyl; R3 = ch2oh, nhcho; r4 = h or R3-4 = taken together are 
NHC{0}CH*CH] are prepd. For instance, the di-Me ketal of 
4-hydroxy-3-hydroxymethyl- . alpha . -bromoacetophenone (prepn. given) is 
reacted with 4-brQmophenethylamine (CH2Ci2, Et3N) followed by 
4, 4'-dimethoxychlorodiphenylaroine and subsequently reduced (THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 

4-inethoxy-3-phenylaniline (PhKe, dppf, Pd2dba3, NaOBu-t, 80. degree., 5 h) 
and then deprotected with HOAc (60. degree,, 5 h) to give II. All of the 
cotnpds. tested demonstrated greater binding at the .beta. 2 adrenergic 
receptor than at the .beta.l adrenergic receptor ^ i.e., Kl(.beta.l) > 
Kl(.beta.2); many with a selectivity greater than 20. I are useful for 
the treatment of pulmonary diseases. 
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OH 
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